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Several human clinical studies are currently being carrie^on 
concerning a topoisomerase 1 inhibitor, CPT-11 or Campto 
following "encouraging" preliminary trials on mice- The purpose of 
this note is to call attention on the fact that these trials do 
not seem to be extendable to man, in view of an agonism that one 
can predict for man, but not for mice, between topoisomerase 1 and 
a recently discovered angiogenesis inhibitor, angiostat i n; leading 
one to anticipate in the majority of cases a worsening of 
angiogenesis in case of use of this drug on man. , We thus recommend 
an immediate cease of these experiments. 

As we have described in other papers (1> , the scale resonance 
effects associated to protein biosynthesis allow one to predict, 
through the epigenetic regulation they exert on it, their 
metabolic agonisms and antagonisms from the data of their 
ami no-acid sequence, by examining the corresponding quantum 
frequencies. Labeling 0 to 9 the ten distinct frequencies which 
remain associated to amino acids after they get fixed onto their 
transfer RNA, one observes a good dozen homologies between the 300 
first amino acids of topoisomerase 1 and the sequence of 
angiostatin, an important inhibitor of angiogenesis: 

Human DNA topoisomerase i (above in brackets: mouse) 
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Human Angioetatin (homologies o-F successive quantum -Frequencies 
with topoisomerase 1 are underlined by identical typographic 
characters; above in brackets: mouse) 
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This leads one to predict a strong metabolic agonism between 
those two proteins, and as a consequence that an inhibition of the 
former would reflect on the latter, thus des-inhibit ing 
ahgiogenesis. On the contrary, most of these homologies (9 out of 
12, among which the most significant ones underlined by -f s $ et ^) 
disappear in the case of the mouse sequences (8 on angiostatin* s 
side ' , 5 on topoisomerase 1 side, 4 on both sides together); 
from which follows that the results observed there cannot be 
extended to man, 

This has particularly severe consequences when the other 
regulatory pathways of angiogenesis are themselves invalidated, 
the thrombomodulin way through a mutation of p53 and the platelet 
factor 4 way through a mutation of platelet-derived growth factor 
/3? which would necessitate at the very least a molecular oncogenic 
analysis before experimenting, so that we can only recommend an 
immediate cease of these experimentations under present 
circumstances, 

In addition, coming after a similar observation concerning 
the ob gene product leptin ( 3 \ this strengthens the necessity that 
the implications of homologies of successive frequencies 
associated to protein bi ©syntheses be taken into account before 
[undertaking any study of this kind. 
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